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09/413.110 



Examiner 

Shahnam Sharareh 



Applicant(s) 

UNGER, EVAN C. 



Art Unit 

1617 



" The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)^ Responsive to comnnunication(s) filed on 21 August 2002 . 
2a)n This action is FINAL. 2b)^ This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 116-185 is/are pending in the application. 

4a) Of the above claim(s) 132-137. 142-145. 152-159. 161-163, 167 and 175-177 is/are withdrawn from 
consideration. 

5) Q Claim(s) is/are allowed. 

6) K! Claim(s) 116-131, 138-141. 146-151, 160, 164. 168-174 and 178-185 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification Is objected to by the Examiner. 

10)n The drawing{s) filed on is/are: a)n accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

ll)nj"he^p.roposed_dr^^ 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 



3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 11 9(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 



Attachment(s) 

1) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). 

2) n Notice of Draftsperson's Patent Drawing Review (PTO-948) n ^ I— 1 Notice of Informal Patent Application (PTO-152) 

3) ^ Infomiation Disclosure Statement(s) (PTO-1449) Paper Nofs) ^^/^ . 6) □ Other: 
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PTO-326 (Rev. 04-01) 
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Continued Examination Und r37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on August 
21, 2002 has been entered. 

Status of the Claims 

Claims 116-185 are pending. Claims 132-137, 142-145, 152-159, 161-163, 167, 
175-177 are withdrawn as they are directed to nonelected species. 

Any rejection that is not addressed in this Office Action is considered obviated in 
view of the Amendment. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a poljcyreflecte^^ 
~unjustifiedior1mproper"timewis^^^ of the "right to exclude" granted by a patent 

and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438. 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
418 F.2d 528. 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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Claims 116-131, 138-141, 146-151, 160,164, 168-174, and 178-185 are rejected 
under the judicially created doctrine of obviousness-type double patenting as being 
unpatentable over patented claims 1-96 of U.S. Patent No. 6,443,898 B1, and claims 1- 
15 of US Patent 6,416,740 B1, and claims 1-63 of US Patent 6,403,056. 

The conflicting claims are not patentably because the patented claims and the 
pending claims are directed to methods of delivering a bioactive agent in combination 
with a gaseous liposomal composition and then applying an ultrasounic energy source. 
Accordingly, it would have been obvious to one of ordinary skill in the art at the time of 
invention to practice either set of the claims when in possession of the other, because 
the method steps utilizes similar therapeutic composition and are manipulatively the 
same. 

Claims 116-131, 138-141, 146-151, 160,164, 168-174, and 178-185 are 
provisionally rejected under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over the pending claims of copending Application No. 
09/0757477,-09/2T8,660,'09/81 37484710^^^^^ 

For the reasons set forth above, the copending claims are also obvious variants 
of the pending claims in this application. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 116-185 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The term "enhancing" in claim 116, 164 appear to be a relative term which 
renders the claim indefinite. The term "enhancing" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite degree, and one 
of ordinary skill in the art would not be reasonably apprised of the scope of the 
invention. To what is the instant method of delivery compared in claiming the enhancing 
the delivery? 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b)'the"ihventioh^as^tentedl>7cie^ publication in this or a foreign country or in public 

use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

(e) the invention was described in a patent granted on an application for patent by another filed in the 
United States before the invention thereof by the applicant for patent, or on an international application 
by another who has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this 
title before the invention thereof by the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act 
of 1999 (AlPA) do not apply to the examination of this application as the application 
being examined was not (1) filed on or after November 29, 2000, or (2) voluntarily 
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published under 35 U.S.C. 122(b). Therefore, this application is examined under 35 
U.S.C. 102(e) prior to the amendment by the AlPA (pre-AlPA 35 U.S.C. 102(e)). 

Claims 116-131, 138-140, 160,164-166, 168-174, and 178-184 stand rejected 
under 35 U.S.C. 102(b) as being anticipated by Siegel US Patent 5,695,460. 

Applicant's arguments with respect to this rejection have been fully considered 
but are not found persusasive. Applicant argues that Siegel methods work because of 
the increased caviatation of vascular fluid surrounding the thrombosis and Siegel does 
not define methods for delivering a bioactive agent to a selected tissue. (Amendment, p. 
4-5). 

In response, Examiner states that the instant claims are directed to methods of 
enhancing delivery of a bioactive agent comprising (I) administering an agent to a 
patient, (ii) administering a vesicle composition comprising an aqueous carrier, a gas or 
gaseous precursor, and vesicles comprising lipids, proteins or polymers to the patient 
(iii) and applying ultrasonic energy to a tissue to cause cavitations or rupture of said 
vesicles, wherein^the_gas^ 

broadest reasonable interpretation in mind, the instant claims are directed to methods of 
drug delivery to any tissue including tissues with reduced perfusion tissues. 

Siegel clearly teaches the compositions and the process steps of the instant 
claims, (see claims 1-5, Example VII). The cited portions of Siegel, col 5, lines 17-18 
and lines 26-28 in the Amendment is only Siegers description of prior art, and by no 
means is viewed to be the sole scope of Siegers invention. 
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Furthermore, Applicant's assertion that Siegel's invention is not directed to 
"delivering a bioactive agent" is not persusive, because under the principles of 
inherency, a prior art that does not expressly disclose claim limitations anticipates the 
claims, if it necessarily functions in accordance with, or includes, those limitations. Atlas 
Powder Co. v. IRECO Inc. 190 F.3d 1342, 1349 (Fed. Cir. 1999). Inherency is not 
necessarily coterminus with knowledge of those of ordinary skill in art, since artisans of 
ordinary skill may not recognize inherent characteristics or functioning of prior art, but 
discovery of previously unappreciated property of prior art composition or of scientific 
explanation for prior art's functioning, does not render old compositions patentably new 
to discoverer. Id. Accordingly, a prior art reference may anticipate when the claim 
limitation or limitations not expressly found in that reference are nonetheless inherent in 
it. Verdegaal Bros., Inc. v. Union Oil Co. ofCai, 814 F.2d 628, 630 (Fed. Cir. 1987). 

In the instant case, the instant claims use similar method compostitions as taught 
by Siegel. Further, the process steps are essentially the same as those described in 
Siegel. Siegel in nunier^us p]aces,jdiscb 

agent with a thrombolytic agent such as streptokinase (see Example VII, col 10, lines 
20-col 14, lines 50). In fact, not only the contrast agent of Siegel is the same as the 
instantly employed compositions, but also Siegel employs about the same frequencies 
as the instant claim 185 (see col 5, lines 29-38). 

Further, the recitation that an element is "sufficient" or "capable" to perform a 
given function is not a positive limitation but only requires the ability to so perform. It 
does not constitute a limitation in any patentable sense. In re Hutchinson, 69 USPQ 
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138. Accordingly, as the process steps of Siege! are the same as the instantly claimed 
methods, and the instantly claimed tissue encompasses vascular ischemic tissues; 
Siegers delivery of thrombolytics to vascular ischemic tissues anticipates the limitations 
of the instant claims. 

Finally, in response to applicant's argument that Siegers method is directed to a 
different purpose, Examiner replies that the intended use must result in a manipulative 
difference as compared to the prior art. See In re Casey, 152 USPQ 235 (CCPA 1967) 
and In re Otto, 136 USPQ 458, 459 (CCPA 1963). In the instant case, the process steps 
of Siege! are the same as the instantly claimed methods. Thus, Siege! anticipates the 
limitations of the instant claims. 

Claims 116-131, 138-141, 146-151, 160.164, 168-174, and 178-184 are rejected 
under 35 U.S.C. 102(e) as being anticipated by Unger et al US Patent 6,443,898. 

Unger et al disclose methods of delivering therapeutic compounds to a region of 
a patient comprising administering to a patient a gaseous fille microspheres comprising 
a therapeutic compound andjhe ruptjiringJhe-microspheres-using ultrasoun^^ 
(see col 65, lines 15-66; col 66, lines 1-64). Thus, Unger et al anticipate the limitations 
of the instant claims. 

Claims 116-131, 138-141, 146-151, 160,164, 168-174, and 178-185 are rejected 
under 35 U.S.C, 102(e) as being anticipated by Klavenenss et al Patent 6,331,289. 

Klaveness discloses methods of delivering therapeutically active compositions 
comprising administering a gaseous contrast agent and a bioactive agent to a subject 
and then employing ultrasound energy with about IMHz of frequency, to deliver the 
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bioactive agent (see abstract; col 18, lines 59-col 22; col 39-60; see Example 1, col 63- 
66, for in vivo utility; Examples 17-23, 30,331,5,17-18). Accordingly, Klaveness 
anticipates the limitations of the instant claims. 

Claims 116-131, 138-141, 146-151, 160,164, 168-174, and 178-185 are rejected 
under 35 U.S.C. 102(e) as being anticipated by Schneider US Patent 6,258,378. 

Schneider discloses methods of delivering therapeutically active compositions 
comprising administering a gaseous contrast agent and a bioactive agent to a subject 
and then employing ultrasound energy with about 1MHz of frequency, to deliver the 
bioactive agent (see abstract; col 8, lines 16-45; see Example 3-4, col 13-14). 
Accordingly, Schneider anticipates the limitations of the instant claims. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 

the prior art are such that the subject matter as a whole would have been obvious_at_theJmeJhe 

invention wasjiTade_tp_a_.person_having-ordinary'Skilh subject matter pertains. 

— Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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Claims 141, 146-151, 185 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Siege! et a! US Patent 5,695,460. 

Applicant argues that the instant methods are directed to delivering a bioactive 
agent, and Siegel's methods are directed to a different purpose and utilizes different 
ultrasound frequency. 

In reply Examiner states that as discussed above, Siegel clearly teaches the 
method steps of the instant claims, accordingly absence of showing unexpected results, 
modifying the rate of infusion and the ultrasound frequency would have been achieved 
by routine experimentation. 

Claims 116-131, 138-141, 146-151, 160,164-166, 168-174, and 178-184 stand 
rejected under 35 U.S.C. 103(a) as being unpatentable over Porter US Patent 
5,648,098 in view of Siegel et al US Patent 5,695,460. 

Applicant argues that neither of the cited references is directed to delivery of a 
bioactive agent. In response Examiner states that Porter specifically sets forth delivery 
of medicaments other thajTjhrom -to-the-site-of-thrombosis^(see'^rTO^ 
lines 20-25). Porter also indicates that such medicaments may be a radiographic dye 
(see col 8, lin 15-16). Thus, Porter provides for the general delivery of medicaments to a 
site of interest. Siegel teaches delivery of thrombolytics to a thrombus. Accordingly, as 
suggested in previous Office Actions, the combined teachings of Porter and Siegel 
render the instant methods of delivery obvious, because the combined teachings of 
Porter and Siegel suggests the use of a ultrasonic gaseous contrast agents with a 
therapeutic agent to improve the therapeutic end result. 
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Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shahnam Sharareh whose telephone number is 703- 
306-5400. The examiner can normally be reached on 8:30 am - 6:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, PhD can be reached on 703-308-1877. The 
fax phone numbers for the organization where this application or proceeding is assigned 
are 703-308-4556 for regular communications and 703-308-4556 for After Final 
communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
1123. 



- ss 

November 4, 2002 




